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w m m 

[oooi] *&wte, wftm&&fe4t3m&&xF£<Dmmz&irz 0 

[0002] &<<DM^mm<D-p&1&yv7'V>ia^ 5««<DMfcofc^7;*IgG % IgA, IgM, IgD 

<D&jio%££&e>-ci^ 0 igMtt, m&te&M&&&^m&m&im. mmsMtk®. & 

[0003] tHgMtt, iiS, 5*^#5t$r#bTV V5 0 IgM©5g#«3gSr#^-r55oO^ 
Kyhtt, IgG(C^Ufc4^*5t*^^o-CV^ 0 IgM<DH^-efeSju^^IgG(D 

• At mt*. y m^^-^^\m<>x\^ 0 

[0004] IgMtt, IgG^te Jl^tL&V MffifcP^tf tbS^y^^K^Sr^r-t-So J4Bfc** IgMtfSJfc 

Proc.NatLAcad.Sci.U.S.A, (1984)81:6851) tfS4^an?&3 0 f&tf)S!j4£rtl<D*S*Ft 
t£&^^J$(complementarity determining regionsjCD^^rfcMAy^n^U^^^^it 
Lfcfch^^^^-efc5(^#fF^2/Nature (1986)321:521) 0 
[0006] «^ ^tlia^fc#:^iSUT^I^-r«i:, ^tCD20fcb^9^"T?*>5yy^>' 
(Rituxan:IDEC ; f±) J ^^^:HER2/neut^'^b^^^*:-efe5/^— feT 0 ^^ 
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(Herceptin:Genentech*±)/«^f£i&&#t-TU Jg&K&M'IRM&tlX^Zo lgG&£ 

m^<D^7*?*-mmkLxft{*fcmmmmwfm. oar, ADccm&t&m 

i-S) ^ffifci&1?®imf&mWfe& («T. CDC?gt££i£fe«) j&sfcikh/CV >5 0 

[0007] £fc, IgMtt, IgGteJfc^TffifcT^Jt"?*^ tittfflR8tifi1&t^ki>*h. IgMO 
S*Sl-0^^j:^Srfm-t-5-^t4Sli-eS>5 0 09*. tf, Cytotherapy, 2001, 
3(3), 233-242 (##ff;«5) ft, IgMO-20 c C{!S:#^joV>Tt^^tagM<^M*5 

&4k&£xFifcm&&z.i' j $ > i-i<^k7!)mifc£tix\,^ 0 m^.. igMfcovvcwu mm 
[0008] ^r-c% mffimnkpH<D&m4m*\-x^ tfcm&mbzit&u* (Dnw^n 

TV>5. WLtf, WO2002/096457(#fF:£SU) fc*5VvC14, SfettJ&#«rg > ^Tl-5*fc 

^•^^a^asM**^ ^<D^^b©fcfe^Mgci . caci &mm\kv 

2 2 

[0009] Clin. Chem. Lab. Med. 2000; 38(8):759-764(##fF;£j&3) &J;tFjournal of 

Immunological Methods, 111 (1988) 17-23 (##fF:£ifc5) "C, IgMtti&iMST-C 

TXn&M't'&Z.ktim^&tlX^^o Clin. Chem. Lab. Med. 2000; 38(8):759-764 
(##fF^rm3)lC3oV>-C«, pH 5#3£-Ci*IgM««L-^-r<^^g|||^^^ 
^^fe^,lf^tt{ia^i^»^^^V>TIgM^^LT«^«W^Sr^}dS^|^ 
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^ttm&<DmMm^mgM^<D#iss<?wi£^ 

^n^ft&TX&igMmmfcMirZ)®}^^ ^Xte^£thX\, \ 

[0010] Journal of Immunological Methods, 1 1 1 (1988) 17-23 (#4#rF;fcifc5) Xfe, 

euglobulini£J5£<DS^fi?^0.1 M Tris-HCl, 1 M NaCl, pH 8<DMffiWi&^^btvX 

v^sas, IgM(DIHli|x^{i^:#:fc5v^^i/^^^-J;oT4o % frb >90 % <Di&mx%>m 

mt£#M£v^lE5££;ft/Ti^o left. ^&o^-e4°C^J;^ -20°C^*^T5-10 
mg/mL(0»^#:^#Lfcwt^fE^$tl,TV ^m^^-C^^or^^V > 

x%vr% m. mm\&rte<i%ftx%tc.^k<D&m&£tixm. mm. ^m^mi^ 

^oT, ^jfttftt, IgM<DS^^^E^D B DfcSVNfi-?r(Di^m^bT^«fc 

o 

[0011] BIOTECHNOLOGY 1993, 11, 512-515 (##l^;£ifc4):fcJ;U\Iournal of 

Immunological Methods, 111 (1988) 17-23 (##fF:£&K5) (C&VvOb, euglobulinfcfc 

lOmg/mL^T-efc'Px lgM<DmM&te^\ ^tfeD^ffcO^t^t^oVN 

[0012] ££>^. Pharmaceutical Research 1994, 1 1(5), 624-632 (##fF;£ifc6) ^4oV vCtt 

x pvp^jp^j;^igM(0^^b^P^^$tbTv^^^ sis©^<D^^bri^< 

, Journal of Immunological Methods 1995, 181(1), 37-43. (0!fef?Xfik7) \Z$5 

wm, hu^v-xmmz£m&&mmmtim^ftx\^ft, ^w^^yf 
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WffJCtikl : WO2002/096457 

#£#l^:£iKl :Proc.Natl.Acad.Sci.U.S.A, (1984)81:6851) 
##fF:£gfc2: Nature (1986)321:521) 

#4#fF30ifc3:Clin. Chem. Lab. Med. 2000; 38(8):759-764 
##fP^C^4: BIOTECHNOLOGY 1993, 11, 512-515 
2¥4frf?XtR5: Journal of Immunological Methods, 111 (1988), 17-23 
3¥WffXWl6: Pharmaceutical Research 1994, 11(5), 624-632 
#£#ff;$Cifc7: Journal of Immunological Methods 1995, 181, 37-43 
##fF:£iifc8:Cytotherapy, 2001, 3(3), 233-242 

m W birZMM 

[ooi3] *mmn, rci^^iRi^-c^^©^, ^<d g wis, mm^igu 

%mm*PlzX$:mkt$ltZ>Z.b^&Z> 0 J^PlXte, S^S^IgM^^ 
[0014] m1&m<DlgMtf$:fe4k£tltimm<D& *Ll ^*£{;i:iol vr tt, Tk^ttO^ffcif 

r^ffl m^s^tt^-rsigM^ mmm&mi&irz> 0 

[0015] ±IE^M^^:-r-<<ii«W^^ ; rr^o/c^m. mt^y*^VJ» 

iitaoT, ^^*5{t?>IgMO^^b^^Jb, IgM<Dgc£ftiM^?£&liM 
[0016] IP*>, #3£PJte, i^^S^IgM^^b-r?)^&, mmm<DlgMtf$:7£lk£thtm 

(1) mm&(D^m^yv^^mt^titcmmx^x. ^^yv^mgux 

(2) igM^img/mLiDi^as-e-^^r-r^. (D^mmcDmmo 
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(3) >M£J8Src*>5. (DtetiMHDmtL 

(4) mm&mt\-r*3bZAi)\z.&m<Dm&> 

(6) ^^^V^^SrlmM— 1000mM^»^S-e^i-5> (5) {C|E^<D^ 

o 

(7) #<ffi*^^>f^-^S, Mg^^XteArg^^-e&S, (5) fc|B*fc©«8ft. 

(s) $bimm&iz*trz>.i5)iz.mm<nffi0L 

(9) P HdS5— 8-C*>S, (D^fB«C^ 0 

(11) IgM^O*V^«£#fClftK^U£l\ (1) te|E*W>*tto 

(12) (1)56^(11) ^|E^(D^^|§X«lt^L-C#^5^D R D^Jo 

d3) mm&<D&&yvyv^^mttm0L&&7£4\:ttxm-?3b^x, fam? 

(14) mmmgtAzimg/mLxvmm&xsmir^ (i3)\zmm<D^m 0 

(15) »«^*tt»are*>«, (i3)^ib*<t)^ 0 

(16) mmtmm&MMxhz, (i3)mse«t©^«fe. 

(17) ^ffi^^V-tt^^lmM— 1000mMO«ffi^W*r«J;5fc. 
Iffi^^V'tfe^^Srafe&a-t-S, (13)(clsB^0^^ 0 

(18) &m*^*>&^*^.Mg4*^Xl^g'(*>X*2bZ)^ (13)fd|B^(D^r 

(19) ^bf^^Sr^n-rS. (13)^|E«<Z>^ 0 

(20) ig?&(DpHriS5— (l3){C|E<fe<^^feo 

(21) j^d^IgMW^tbS^ffi^^^ff^KWli^L^V^, (13)^ 

(22) »«^, igM&ft<D*^s<?n&*mmz.^mvto\ (i3)\z.^sm<o^m 0 

(23) (a) (i3)d^(22)©v^H^©^rife«rlllfei-5XS, 

(b)x@(a) Kx^^t^titcm^^m^x\^w^^r^>JM^^ m 
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(24) m&m<vft&yv7v>&&mfc£ntmw&m&irzjjm-e$>^T. &m 

(25) mmm S M%lmg/mL£mm&-?^~r^ (24) ^fBScO^f&o 

(26) j§«dS7KteSsrc*>«, (24) icmm<D^m 0 

(27) ^f^gl„«^jtfe5, (24)^|E<fe^^ 0 

(28) #ffi^^^ti^^§rlmM-1000mM(OaS-e^-r^J:5^x W&\^ 

ffi^^-^-^tt^^^p-rs, (24) ^leHco^o 

(29) ^-tf ^^^tt-Y^-V^^ Mg^^Xf^Arg-C^-V-efc^, (24) \Z.WML<Dj) 

(30) $^>««^^P-rS, (24)^|E^0^ 0 

(31) mm<DpH&5—8-?3bZ>, (24) ^fB*O^ 0 

(32) ^^^IgM^^(DthS^ft^l^^^^«^«^^-^b^V^, (24) 

(33) ^^ x i gM ]^^(D^^^^M^«^)^^^V> s (24)^|Bm^^feo 

(34) (24) i>*b (33) (DV ^MW&mK£\)m&£M!3®0U 

(35) (a) (24)d^(33)©V^*T,dvO^&SrHlfei-SX@, 

(b) X@ (a) ^J;9M5t$^c^^^X«^^l£^«X@^tf . E3£ 

[0017] [g|l]#^>'^^*3^25 t C-l^ , RXI, 25X^-2^8 ^^^^d^M 

[m4]#^>-^/KDin^^s^ *&#:/4o c c-8 0 , mw-/±ox:-z 0 +4^-3 0 , m^m. 
^/4o t c-8 0 , wwm.mx4ox:-8 0 +4^-3 0 , mw&m/4ox:-8 0 +4<c-3 0 +s 
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[0018] ^*5V NT TlgMj ^«H^(D^^^bT /x ^^S^^*U ^o5t 

[0020] #3SK (c*dV >t rfti^^^n^yy (i g M) j fcr±, fflfc#<Di&A<?y&*fm& 

lmg/mL£<9mM%.X&Z>Z.b%mVkirZ>o &&m<Df§mt&. IgMO^*^img/mL— 
200mg/mL-efe5vl^J5W*bV\ lOmg/mI^*)iija*£(0!l;ttf, 
20mg/mL^_h, 25mg/mL^±, 40mg/mL.£Jt_h, 50mg/mU^±)-CfcoTtK IgMO^ 

[0021] ^wtefewr. 7km&£&i*<Dmija&itoffl'rzm&tti. ^mu^-*^^^ 
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m^±<D^^^^T^m. Mx-tf, Mg++ N Ca++, Zn++, Fe++, i&St£T$:/ 
m^&&mirZZb&X^Z> 0 i&m&T^/mtVX^ Mz.lt. Arginine, Lysine, L- 
Vi/^L-f/lsfV^mMiL-Lysme L-Glutamate) . L-T/^^L-^/^^m^i 
L-Arginine L-Glutamate)*$%mmirZ>Z.btfX$Z> 0 0*LV^##^^^^4^^ 
bl-Xn, Mg++X{*Arginine^^(f^S 0 *mWlZte\^X@imX$Z>r^ffiJJ*nr 
l/fe^^i&^XT-^Vk^^blsXfe, im<D^^r^4^r>XhV, mx.lt 

[0022] mm^mm^ti^^^^^h^^^m^^^^^mm-ts 

, ImM— 1000mM-Cfe«9 N 0*L<}*lOmM— 500mM-Cfc*9, ££>^03;L<te5OmM— 
200mM-efc§ o 

[0023] ^mnmmz, ^^-vtan-^vfesv ^u^m^^^^Kijnx.x, mm 
[0024] *mwic&\<^x&mx%%mffimmtL,xi^ v^mmmm. mmwmm 

[0025] ^PJ^itSr^^fcj^ ^#^{C^C§7K^OIgM^^#:C0lt*P^ffl]^lJ 
T3r^ ^UvOUS. ^#^^^C5^^ttOIgM^^(et^)Olf^P^$IJ 

[0026] iz&tfz r*m&<D£&m tu, i g M<£>2*#\ E^mw-xam 

mmmzx'omfe'rz-t&xzzo 
£&ftmi)mm^=(A-B)/Ax 100 

[0027] Tfcmm&m&te, mmmnigM&^mttmmiz&ffix^^&^^&mto^ 
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[oo28] *mw<Dmwite. \gu^(D\iY^(D^(D^iy^n^^fi\^mmx^z.t 

Mxhzm&te. \gM£ift<D\ib&te<D?>;<?mx&^x, mm&<DmMRx?/x 
^mm^tvxwf^ti^m^±(D^^m^mv^^mmx^^t^m^'L 

[oo29] *mw<Dmm&mm<DMmmwmtete<, frn<DMj&t~rz>z.b&*smx& 
z> 0 %mbvx\z, mx.t£. mmmm. mffi&mmm&mifz^t&xzzo *fc, m 
mmmtvxu, ^m^mnm, tsMi^j, mmmt£i?&mif ht^z> 0 

[0030] p nn-<Dtzfr<D^w-mmmh\^x, mmmm, u^n^-mm. mm^m 
mBcu-^mteb^m-t^kfrxzz,, ^mmm^mt^xit, mx.^. mmft& 

btfX%Z> 0 

[0031] *mw<Djrmz£<9, ^^byhigM«, ^th&w.*m%m.mK®t J *~rz>^m^ 
^<Dmm^^m^xmmit\.tcmmb\^x^ir^bhx^ 0 
v<ittft^ft(DM¥mm^m%mb<DMMm&m, x\tmmmm<Dmmm<D 

s fut#j, saifflu iMBSHm ^w/k vmm& 

b*bmm&&&ttx,-mm&btitmmmm^mMtstizm&mmMMx 

it. m^titmm<Dm^^mf)mhfh^x^mmir^b^x^ 0 
[0032] j^ofcfe^ii0m^«^ffl^®^^j;5^t^^v^a^^j^ 
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wm^<nfanffi®m*^t*^mmt}:t*m\\m£ti% 0 ffif&miaz. Sterna* 
[0034] *%sw<Dm-m%mm&mMb'rz>m&fe. phs-s^&s^jw^uc 

[0035] EI D B pSiii, m#<o^ N ^fcj^itet^Jtfr^-rs^asT? 

#S 0 Mittt. — I3^o#frMlkgfcfc«90.0001nig*^1000mg©<fiffl-tSB^i:dSRr 
ife-CfcSo *>5VMi, S#fcfc«90.00l~ 100000mg/bodyO$Sffl-C^#*?r 

St>0"Ctt'teV\ -t<Ote, ^^^^^J^^M^Mb-Cf*, WO2002/096457 

[0036] J^T, 2l2i#!|{<:J;«9, #^&$fcteS¥iNBte«ftW^5as, *l8^ttrttfeHlfe^l^ 
BESfcffill] 
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HftfrO^T, rMABON-01j£V^)£^fflUj:o MABON-0mWi$:M%fc^ 
mg/mLCDm^&^^^MM^t^ Z.tl&M$T J^SLIDE-A-LYZER Dialysis Cassette 
10000MWCO (PIERCE)^j;<9^ff?rfTV\ £XT<D1— ^Wf& 

1. 20mM@^^^-hy!>A N 300mM NaCk pH5.0 / @^^^pH5.01. 

2. 20mM@1^M>y?^ 300mM NaCU pH5.5 / @1^i£pH5.52. 

3. 20mMg^^-f-h!;'>^, 300mM NaCk pH6.0 / @1^i&pH6.03. 

4. 20mM^rnv^-^-hy»>A, 300mM NaCk pH5.0 /^>^>:^pH5.04. 

5. 20mM^3iV^^-hy^A N 300mM NaCk pH5.5 /^^^pH5.55. 

6. 20inM?3ZsWt1-hVV^ 300mM NaCk pH6.0 /^^^pH6.01. 

[0037] nhtlfc^m^m^. ^^/WMABON-Oltf^^SrS^ mg/mU£ffi— U 

{£#<g3gMultiply-Safecup 0.1ml Biosph.(SARSTEDT)^J«Lfco ^tb^^i^^/l- 

Uto te#^£L-C, G4000SWxl (TOSOH)SrffiV^c 0 50 

mM y^^hy^^, 500 mM KC1, pH 7.4(D^^^tt+BirbT^ffiUfc„ $Vl^>iS 

[0038] [^1] 





mm 


P % 


pH 






5.0 


99.33 


99.16 


5.5 


99.51 


99.3 


6.0 


98.92 


98.9 



[0039] ZJtl&V* 300mM NaClSr^tf pH5.0~ pH6.0<D^^fc;5 V ^ttftfifeiftfflffifltte&V ^ 

[0040] $LT<omi&Mfc3$^x* ?^>-mmffim&m\<^tcpH5.5<Dmm^ffijj^^$: 
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[0041] mm$m 

MABON-01^$c£^U mS mg/mL<DmMJ&t&Wi$:mm^tc 0 Z.fr&&$rm 
SLIDE-A-LYZER Dialysis Cassette 10000MWCO (PIERCEMCi^flfSrtrV^. 20 
mM f^M, 300 mM NaCl, pH 5.5CO^^«»^g^tfofc(»^^bO^ 

mx»fe, mmmm. pH&mm\:^xhz>) 0 ^<Dmm&MABou-omm^r<Di. 

— 9.<Dmmm^^rEasySep (TOMY)£ffl WCil^U mW&MWk'tt^K.o 

1. 20 mM P^l/^fcrVyyj*, 300 mM NaCl, pH5.5 / 

2. 20 mM f^l/m^-hWJ*, 900 mM NaCl, pH5.5 / NaCl 

3. 20 mM ?=^^m~}-h})VJ*, 300 mM NaCl, 200 mM MgCl , pH5.5 / MgCl 

2 2 

4. 20 mM ^^mi-h}) 1 }^, 300 mM NaCl, 200 mM Na SO , pH5.5 / Na SO 

2 4 2 4 

5. 20 mM ^=^>m-thV^^, 300 mM NaCl, 100 mM h-if^^ly^tTVV^^M, 

ph 5.5 / L-jf/v?^m~thyvj»m. 

6. 20 mM P^l/m-rhVVJ*, 300 mM NaCl, 100 mM L-T/^^&MM, pH 5.5 

/ L-r/^=-^m.mm. 

7. 20 mM ?^>m~l-hVtyJ*, 300 mM NaCl, 100 mM N-Tir^/Vhy^h^rW-hy 

PH5.5 / N-T-t^/W7h7T^-rhVVJ*m. 

8. 20 mM ^^^^hy!>A, 300 mM NaCl, lOmM fcm, pH 5.5 / IciJi 

9. 20 mM ^31^^^-hyr^A, 300 mM NaCl, lOOmM hWNP-X, pH 5.5 / hWM3 

[0042] nbtlfcmm&mi&^ #^>-:77V<£>MABON-010mS£:18.5 mg/mL^^C— 

^#^^Multiply-Safecup 0.1ml Biosph.CSARSTEDT^C^LfCo ZLft&><OVr^7 )\> 

<D^femm*2sx:xnmu-z.o ^zf^mnn^m. 25^-1^ „ at* 25^-2 

G4000SWxl (TOSOH)^rfflV^fCo 50 mM y^^y?i=s 500 mM KC1, pH 7.4<£>^ 
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fftSrAaggregate^LT, Hjl(^bfc 0 
[0043] ^(Df^^s 1. &U300mM NaClSr^tiOtCJfc^T, 2. NaCl(900mM NaCl^tf){i 

[0044] — 2. NaCl(900mM NaClSr^tfX 3. MgCl (300mM NaCl+200mM MgCl Sr^tp) 

2 2 

% 4. Na SO (300mM NaCl+200mM Na SO Sr^tiO^&V^-C, ^h\'tW\'C4^^& 

2 4 2 4 

(V>-ftb^^-V5^0.9M)T^^P^b-f , 2«<D#tM-^3r^tfMgCl f«L 

2 

V^^i^jf^fg&ib*K 2lM^>T^>-^tp4. Na SO <D^^b^«2. NaCl 

2 4 

[0045] iRii>r^-i/ttoT5:7^-efcSL-^/^5:^^hy^^^tf5. l-?;v?* 

L-T^=¥^^^^tf6. L-T/^^^^-C^. 3. MgCl tm^<D^^t 

2 

z^y^tM^^T^^&m^^zbicx^xzbizmis ^&fcmm%}$k 
amhfh^tt^t)^ti 0 —jj. 2ffi<DT~*>x&%m&^*> j ¥y^^>'mx 

^<D2m<DjJ^3r>-tfMABON-01bfaK{¥fB~rZ>Z.bX\ MABON-OlO^^k^ 

\.<mmu &7£tmmi£mm&MWki-%z.b*m&ti 0 

[0047] LM1MM3] 

MABON-01*g$e£^*f U &J19 mg/mL<Z>MABON-01iii2iS^£MUbo Z.fl 
%£IT<D1 -9.<DMffimz.m$tmEasySep (TOMY)£fflV^T5g#rU mffiWiW&Z 

1. 20 mM ^>-^^-MJ^^, 300 raM NaCl, pH5.51. 

2. 20 mM V^l/WrtYWJ*, 300 mM NaCl, 10 mM MgCl , pH5.52. 
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3. 20 raM f^^m^hWJ*, 300 mM NaCl, 50 mM MgCl , pH5.53. 

2 

4. 20 mM P^l/Wtl'hyVJ*, 300 mM NaCl, 200 mM MgCl , pH5.54. 

2 

5. 20 mM ?=->Wt1-hy&&, 300 mM NaCl, 200 mM MgCl , lOOmM FWno-^, 

2 

PH5.55. 

6. 20 niM^^Wt^hV^^ 300 mM NaCU 10 mM L-T A^c—Z^gJ&M.* pH5.56. 

7. 20 mM^>flH*hy^A, 300 mM NaCl, 50 mM L-T/l^— >i£fili&* pH5.57. 

8. 20 mM^aii^BH-hy^A, 300 mM NaCK 100 mM L-TA^^^itfflMlk pH5.58. 

9. 20 mMf^M^hVVJ*, 300 mM NaCU 100 mM YrT A&^S$SSt&L^ lOOmMh 

pH 5.5 

[0048] #£>ft*:i£l£5:I§Ii|XU #^X//V©MABON-01©»*Srl8.9 mg/mLtott— U 
^^^^Multiply-Safecup 0.1ml Biosph.(SARSTEDT)^^E±AUfe 0 ^.fhh<D^->^;V 

LfCo ^51^o^b^77>f-ij:*7AtLT > G4000SWxl (TOSOH)£:JBV\fc 0 50 
mM y^m-f-hVVJ*, 500 mM KC1, pH 7A<D&Wl$:&Wlft£L>X&.mUto *?fr*>T& 

[0049] %<D%i^ MgCl ^L-T/V=¥^^^^^S^#^J(-^^#:fflJ^J^)^^m^tV 

2 

2 

0!l2.K.tf|£;&fe0!l4)2OO mM MgCl feSlMilOO mM L-TA-^^^^fcfcT^ 

2 

100 mM trehaloseSr^Pi-5r^^J;oT, ^^b^m^#^tl/fc 0 

[0050] mmm^\ 

MABON-OmW^MBU £V)ffiMfe<Vlfa27 mg/mL<£>MABON-01 MWk&WtW&M 
1. 20 mM ^vSH*hy^, 300 mM NaCl, pH5.5 / 

j 



WO 2005/035574 



15 



PCT/JP2004/014935 



2. 20 mM ?^->Wt1-hVVJ*, 300 mM NaCl, 200 mM MgCl , pH5.5 / MgCl 

2 2 

3. 20 mM t^sWrFYWJ*, 300 mM NaCl, lOOmM hWM>-^, pH 5.5 / hWM3 

[0051] #btl/fc^^HHDlU, #1^:77VcDMABON-01<D$ftS£26.8 mg/mU^— U 
{&#W^Multiply-Safecup 0.1ml Biosph.(SARSTEDT)^5teJ*bfCo rjtkOl^^l' 

fifiUt, ^^/KO^Stttt, VAs&mirmW?'?*— I!1J;«^^^*©3E 
^b(^P) ^£<9fNffiUc 0 ^6ja^n-^h^97>f— kfcfr^^LT, G4000SWxl 
(TOSOH)£J3l\fc 0 50 mM yV^HJ^A, 500 mM KC1, pH 1 A<DW®&5£WMh 

[0052] ^t(D^m. 4 0 C^25 < C^^3V^-C, i^CMgCl <D&fefc&&iM&&blMZo — — 

2 

1&Ltfyt£#>'<?K<D&fefcfflkVXtobtl* Journal of Immunological Methods 1995, 
181(1), Z7-43iZ&\^XWfe&m^(DlgM<D&m4k&&7!>mftbtlX\< ^trehalose 
PUTfi, IS^A/^ Jg:3Sf&«) btlftfaoti (133) o 
[0053] [|SJfc0»j5] 
<*P#> 

T50 mM ?^>M-f-h})VJ*, 180 mM NaCk pH5.5. 5% ^.J*7t^r50 mM ? 

x.ls&tthV&^ 180 mM ArgHCU pH5.5, 5% *^n— ^J^fc^T50 mM ^VSH" 
hU^A, 180 mM MgCl , pH5.5, 5% ^joV^TMABON-OlO^cM^^ 

2 

*f^fTofc 0 3*r&, 74/l>*—&'bmz£<>xm&$:mmV1to VIVASHN6 
5000MWCO (VIVASCIENCE, VS061) £/BV^T % himac CF8DL (Hitachi, No. 
SZGEQ054) ^£93000 rpm^^^frofCo **g*5«fctflHll|X#K UV@£3fcS( e = 
1.40)Tit^£$!l5£Ut o tt»fift&fflV^1fWVl'«:48.4 mg/mU£^L 

/Co £b^i% tf])y/i"<—h8omm&lm%-. 0.01% #yy/v<— h^j^#fc 0 _lsb-9- 

Is-J/Vttln^fiSGQv L-f o5 mL ^/W7/Hu^*t, ^1^,30^ Lfo 
Multiply-Safecup 0.1 ml Biosph. (SARSTEDT) {C^^Ut, TSB<D^#K::fcV vC, 5 
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mL ^^^CT/^^HmUto WM-ZsfjVhLrCl mg/mL MABON-01^ 

mu ^m^x^cx^m^ 

[0054] [^2] 



aS[ C ] 


B#ftSJ[hr] 
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23 


28 
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0.25 


30 


10 




82.77 



[0055] <MW«Dgiflr> 

"50 mM f^lo-m^b})'?^ 180 mM NaCU pH5.5, 5% 0.01% *?Uyyl-< 
— h80" 

"50 mM f^mi-hV'?^ 180 mM ArgHCU pH5.5. 5% ^ 0.01% 
h80" 

"50 mM ^^^"MJ!^ 180 mM MgCl % pH5.5, 5% 0.01% tf?yy/W< 

2 

— w 

MABON-01 : 48.4 mg/mL 
^^740^-8 0 
^740^-8 0+4^-3 0 
^^M/4O^C-8 0 

&ffim.m/*ox;-8 0 +4^-3 0 mmmik) 

$^1^/40^-8 0 +4^-3 0 m^mw+nm^m.m/5ox:-s 0 

[0056] <##f> 

4>*=l^<— -Xa^gL (1/50^^:4+296 /z L) lmg/mL&JB V ^ 

TSEC iCioTlOM L^Wbfc 0 T50 mM ^^^hy^A, 500 mM KCU pH7.4j 



WO 2005/035574 



17 



v, 

PCT/JP2004/014935 



(«0.3 ml/#\ 280 nm*fctt220 nmX&M) tVX&mU G4000SWxl 
(TOSOH) \Z.£oXSECft$f&fti1t(m4) 0 
mmm<£NaC\Kit-<X, ArgHCl*3J:tfMgCm, SQFCX^^r^-^B^thX 

[0057] mmm&\ 

<mm> 

T50 mM ?^&*rhVVJ*. 180 mM NaCU pH5.5, 5% Tstxi— ^J^fcteTsO mM * 
:nv^-}>y?A, 180 mM ArgHCk pH5.5, 5% ^*3V>XMABON-01©^C 

VIVASPIN6 5000MWCO(VIVASCIENCE. VS061) SrfflV vC, himac CF8DL (Hitachi 
, No. SZGEQ054)«93000 r V mX^*ft ofc c «*t*5«fcT*le|J&gL UV«3te£( 

£ =1.40) ^ftfifcSrSlJtuto 1% 7Hyy/w<— b8o^S:*n^., 0.01% ^yy 
A^<-hmm&&it, ^zf/vzmmu 50 mg/mUKua**^, ±ib©^^ 

[0058] [^3] 





MfNl [hr] 
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[0059] <m&L<04kW> 

"50 mM t^lsffctYVVJ*. 180 mM NaCU PH5.5, 5% *?u—^ 0.01% 
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— b-80" 

"50 mM ?^m*i-hVVJ», 180 mM ArgHCK pH5.5. 5% ^ 0.01% zKUy/V 

h80" 

MABON-01 : 50mg/mL 
[0060] <##r> 

^^dr^.-<— iXaVfL ftft&jft (1/50^^:4+296 m L)a>£>— lmg/mL 2rfflV> 
TSEC teioTlO # L&^MJfUt, T50 mM^^^r-L^A, 500 mM KCU pH7.4j 
&&Witt(ffiM0.3 ml/£\ 280 nm*fc}3:220 nmfCtfcfcfcl) £LT{£fflU G4000SWxl( 
TOSOH) ^J;oTSEC^« : ffofc(Bl5) 0 

40*C-2^^ <©*^P5l^t?t>, li^^NaCl^ifc^T, ArgHCl^i^V 

[0061] [##09l]^^y^KGM3^^5m^Mfch*fcflc<Of^j»i 

i.i m^^)^VGuzMvmm\mM.^(Dmm. 

^^y^KGM3lC^i-5tHKfr©H^Sr=J— Ki-SJt^tt, Epstein-Ban^ 
-Y/^-e^Srfc^HfckhBJSillia COT, ^v^y^-^KGM3thJfi^mBjNBJia^ 
^IBi-S)«tOi*WbfcTotal RNA&fflVvC, RT-PCRfe^ioTl^tlbfCo 
[0062] Total RNA{3\ RNeasy Plant Mini Kits (QIAGEN*±®i) Srffl V vCl X lO^lfecD^L^f 
^y^KGM3fcb^tflc^^B*Wia«t«9fftmbfe, HoonfeaS^L-O ^JfotfV^y 
^h'GMZKYtfiifcm.fc^iDiM.MftZFl (Cancer Research 1993 ; 53 : 5244-5250) 

2^:<D^-y^^W^K(LMH-f3. LMH-r3) SrfgfrbfCo LMH-f3(ia^lJ# 
-$§-: 7) te±l/Xjj\v]X\ LMH-r3 (IS^J#-^: 8) ^T^-fe^^lpjT^tb^^ 
Lfco 1 /i gOTotal RNASMgJBLT, SMART RACE cDNA Amplification Kit( 

cLONTEcmtM) ^5'mffiWb3'*ffiMizfrm\^xm.fc+M)i&mmi>tco 5' 
mm^m.^r^^^^iMH-mm v ^ ^^sj^«42 t c-eiNpra3o^ra 

[0063] PCRMJ&^$i(50 /z L)©M^(^t. 
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5 n LCD 10 X Advantage 2 PCR Buffei\ 
5 it LCD 10 X Universal Primer A Mix N 
0.2mM dNTPs (dATP, dGTP, dCTP, dTTPh 
1 (i LCO Advantage 2 Polymerase Mix x 
{VkAKDtfLftm tbt>CLONTECH*t$4) 
2.5 » L<D&m^fcJ&mVO. 

94t/5m$, 70 , C/10|J>M, 72 < C/3^ra<O^^Sr5lHlS^ 
94 < C/5#F^ 68 < C/10#BB, 72 < C/35>ra<O^^Sr25|HlS« 

^s^0^^72 < c-c7^ra*n^bfco 

[0064] PCRjg^fcfcQIAquick Gel Extraction Kit (QIAGEN*±$!0 £rffl V vf* TjSv—X/ftV 
frhWSeJMk^ pGEM-T Easy^*-(Promega4±M)^t2— c^^Uc 0 i&SIE 

sadi (Sigitttasi) -cm>fbbr#bix5^i.ikbp<?5Bf>t, Xixm'mftmmfctt 

^tp^^-£ftJPJi@#^ApaI (^igattfcSI) RXfNotl (Sig3£*f» T«bLT#e> 
nSJ^l.lkbp^Sf^Sr^U, pBluescript KS+^*— OI€#*fr*h®i) 
^*^V^y^KGM3th^H^Jt^^-^#fc 0 

[0065] myommm^tm^?? — ^—^^-r^tcm^ ^^rv^^^v 

LMH-fxho, LMH-rsal^fflV^-C^^*c7)Jt^^ ^ •Klf > ^t^^il|igLfc 0 LMH-fxho (IS^IJ# 
-5§-: 11) ^til^^^— T^^^y^KGM3th^H^S^^cD5'^ffi[^N^ 
:/y*VXU ^^oXhol^Jpg^m^SB^J^btJ?^3if^^@E^j^oJ:5^, 
LMH-rsal(IS^lJ#-^: 12) ^m^^^^---t?^^^y^v'KGM3thfei#:H^itfe 

[0066] PCRSiS^?g(50 jLt L)COm^^^C^^i-o 
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5 fi L<D10 X PCR Buffer, 
ImM MgSO % 

4 

0.2mM dNTPs (dATP, dGTP, dCTP, dTTP) . 
l^.^yh(DDNA^]}^9— ^KOD-Plus- 

lOng^^^ft^^^y ^v-KGM3t hSt^H^jt^^^tfpBluescript KS + 
lOpmole^-^^^-y^^W^-^-KLMH-fxho, LMH-rsal 
94 < C<Z>#J#§?ja^CT2#|!g, 

94X715#P^ 60 < C/30#|ig, 68x:/2^m<D^^>^3omRm 

[oo67] it*iufcit^^if ^ m wmmxhox i^mm±m &xxfm mmmsan &mi& 

#M)~effifcVfcm^ QIAquick PCR Purification Kit (QIAGEN*h$D £:fflVvC*MS 
U pUCAG©^JIS^XhoI«Mfc^jg3j$U. ^n— -V^Lfc 0 2^^^— pUCAGtt, 
pCXN(Niwa£>, Gene 1991 ; 108: 193-200) Srft!lK#5jlBamHI-e^>fbbT#5>tt5 
2.6kbpO$rJt£pUC19^*- (^C^Jt&ttJtt) ©ffillEBtalf BamHII«fc5g>|gU 
— -ViT'Ufc^*— -CfcSo ^b^9^5K*pUCAG/L612H^^Lfco 
^bl^^tl^^^y^VKGM3th^H^O^Sga^J^J:t^T5/^Ba^J?r 
: lRXmmm^r : 2 H^c*". 
[0068] 1.2 ^#^y^M*GM3fchffim^*te^O#& 

^#V^y^KGM3fch^#:<DLf(£=i— K^55t^tt*fc«f^y^KGM3th 
*TL^^,BJNBJ!SJ;«9ttmbfciTotal RNA&fflVvT\ RT-PCRifcl::«I;oTi#*gUt, 
Total RNAJ3 % JifB^I^#t-bT^V^y^^KGM3tb^:^^.BiBJ|&J:«9|*mL 
fc 0 Hoonb^^^UTV^^^y^i/KGMSkb^jt^O^ga^J (Cancer 
Research 1993;53:5244-5250) t^-^V^T, 2^(D^-y=f^W^K(LML-fl. 
LML-rl) Sr^ffLfCo LML-fl 9) fi-feXX^fcnN LML-rl (BB#I##: 1 

0) {iT^^-fe^^-fpJ-C^tV^tl^bfCo 
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[0069] 1 fi gOTotal RNA^fflLT, SMART RACE cDNA Amplification Kit ( 

[0070] PCR£tj£;^$t(50 n L)(Dm.J&*1k K^-f 0 
5 ix LCD 1 0 X Advantage 2 PCR Buffer, 
5 n LO10 X Universal Primer A Mix, 
0.2mM dNTPs (dATP, dGTP, dCTP, dTTP) „ 
1 fi L<D Advantage 2 Polymerase Mix 
(U±.<DJ$ftl^ ^nkCLONTECH*±M) 

2.5 ix \.<Dm£&ms&mm, 

10pmoleO^^^-yrf^l/^KLML-fl^c«LML-rl 

9Ax:/5fj>m, 7o < c/iow, i2°cn^m(D^^;v^mms.. 

94T:/5#^ N 68^/101^ 12°Cnftf%(D^?;Vlk2'mmM. 

mk ^KftMm^XrXifttmffl&Az.* 

[0071] PCRjg^teQIAquick Gel Extraction Kit (QIAGEN*±M) Srffl V Tlln— ^ff;V 
j5»W«RUfcfL pGEM-T Easy-<^— (Promegatt94)^n— n^U^o *&SIE 

itvxmhth^mojkbp(Dm}i^xm'MmMmm^^t^^^-^mmmm 
ecori (^mmiM) xmfcvx'&bnzmAkbp&mK&m&u &f&tvz*x*i>' 

^-^KLML-feco, LML-rnot^fflV>T^^:*(Djt^^ifJt%l#i|©Ufc 0 LML-feco ( 
IB^lJ#-^: 13) «tff^^^-T^^^y^KGM3th^L^it^05'^ 

*fcLML-rnot(iE^I#-^: 14) ft&&7?^—^tttf>?))*l'}*GM3\ih&ift 
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[0072] PCR^J^^^(50 ii L)©M^l^f 0 
5juLcD10XPCR Buffer, 
ImM MgSO , 

4 

0.2mM dNTPs (dATP, dGTP, dCTP, dTTPh 
\=z.=^y h(DDNA7Ky^— ^KOD-Plus- 

3'^$!l»^$r,K\ 

10pmole<D-^^^-y=f^^l/^"^KLML-feco, LML-mot 

94°c/i5#^, eo'C/so^^, 68X;/2ftm<Dy-^?/u$:zom£t.m 

[oo73] mmvtcmfcirmm^ ^rbmiecori mmm±M) &£x?mmmmNot\ &m 

ilWti^kLfcft, QIAquick PCR Purification Kit(QIAGEN^t^)^fflV>Tft 
pCXNDSO^JPS^^EcoRI^U^Notl^^f^il-aSi^b, ^n— s^Ufco 
[0074] pCXND3(Ofl|^<DSfEn^OV vC, £*T^^5 0 DHFR- A 

E-rvH-PMl-f (W092/19759#fl&) ©^ftHilfeT-i^^^- l^fcfe 
fM&B^EcoRI/Smal^^teU (BI^^HUDlLfc^ 
EcoRI-Notl-BamHI adaptor (&W£#M) Sr^n— — V^Lfc, Z.<D^<?#— £pCHOI 

[0075] pCHOI^DHFRit'fET-^^.gU'ut^rpCXN (Niwafe, Gene 1991 ; 108: 193-200) (DffrJ 

^^fJtSrpCXND3^^n— -V^U ^J&Lfc:^^K£pCXND3/L612L£i%£Wt 

i 
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[0076] 1.3 ^V^y^"i/KGM3th*rt^«Z)^m-<^— <Dffi& 

mf^V^>VGM3\lhW:^^^— ^Wrr^ttH) ^ pUCAG/L612H%$lJ 
PMfUfHindlH (S@3t*fc54) "T?m^UT#e>tbSJKj4.0kbpO Wf,H-Sn)CXND3/L612L 

pCXND3/L612IgMtlft^ Ut 0 ^^^l^mWfflfafoX-tt^^M&l&fc 
^\ DHFRiH£^\ Sb{f^y^>KGM3tl^iflcit^-Sr5Smi"So 
[0077] 1.4 ^^y^hXM3fch^«:j«ia^fe«tTJ«5im^^— ©WIS 

^^y^KGM3fch^©J^3— Krsae^tt^^y^^KGM3th 

*nC^^B*fflfiSJ;!9ttttlbfcTot a l RNA&JBV>T. RT-PCRj£^J;o-Cif *IU5: 0 
Total RNAte, ±|B^|II#^bT^>^y^KGM3fchfei#:^B^aj^J:«9ttt±ib 
fc 0 GenBanklZ&m£ftX\,^thfommmfc s T'(DiM.mmm (GenBank^-^: 

M12759) ms-svvc 2*©*y=f^W^-K0-fl, J-rl)«rB3!trU ^b^c„ J-fl 
(BB^IJ#-^: 15) «±-^^|pJ-et^i#:j^it^^Exon3{C^N^^y^Xb, J-rl ( 
16) {*T^ir^^fB]-efch^#:j^jt^^-Exon4^x^^y^Xi-^ 

o 

[0078] 1 ix gCDTotal RNASr^ffl UT, SMART RACE cDNA Amplification Kit ( 

CLONTECH*±$D ^fflV^5'^MlJ^3 , ^«fllJ{c:^#JbTJt^^f>^-^^tl|"IUfCo 5' 

[0079] PCR^^?g(50 m L)©itofeS:^[^to 
5 n LCD 10 X Advantage 2 PCR Buffer. 
5 ix LCD 10 X Universal Primer A Mix. 
0.2mM dNTPs (dATP, dGTP, dCTP, dTTPK 
1 ii LCD Advantage 2 Polymerase Mix 
(£l±<Df&ftm vf ftfcCLONTECrtffcftl) 

1 OpmoleCD-a-Mfe^-y =^^W^Kj-fl*/tttJ-rl 
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[0080] PCRMM) teQIAquick Gel Extraction Kit (QIAGEN*±§g) ^ffl V T1Jxi—^;V 
frh%nM\^tMs pGEM-T Easy^^— (Promegaf±M)^o— ~>^L7i 0 

[0081] m.mmm^(D^ 5'Mt®mmfc*^z*^?*~&mmmEcoRn^nm± 
m -e^^LT#^5^jo.5kb P <D»f Jt , *5 xm'^mmfc^&^n^p-zm 
ps^^ecori (s?@mt^) x*mik\.xnbtL%mi.okbp(Dm}i&m&v&)&*y=f 

^l/^Kj-feco, J-rxba^fflV ^3£^KO»^®r)t£i#'l'gU t C 0 
[0082] J-feco (K?IJ#-§- : 1 7) n.^Zfy^—X^K^^) ^KGM3fc r^fcjiKit^ 

o5'^«^/N^yy-rxu ^^oEcoRi$ijPs^^mf^@B^j^^>u?i^if?/^gB^j^ 

^oipl^ £fcj-rxba(ga?lj#^: 18) \Wi^7^—Xfctfl/>fV*i<'VGM?,\iY 

[0083] PCRSJ^^(50 m L)(Dm.J$&!k K^~t 0 
5/zLOlOXPCR Buffer, 
ImM MgSO > 

4 

0.2mM dNTPs (dATP, dGTP, dCTP, dTTP) , 
IzL^yh&DNAtfV*?— ^KOD-Plus- 

1 OpmoleO^^^-U =Os?^Vo$-^K J-feco , J-rxba 
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94 < C/15#R^ 60'C/3058>ra, 6sx:/2^m^^^^omRW. 

[oo84] mmistcmm^-mm*. ummmEcoRi &mm±m) &£x$mvmmxb a i &m 

m^M)-em^tVfcW^ QIAquick PCR Purification Kit (QIAGENfijSD Srffi V N "C5fif 

mu pcosii-zeo^mmmmEcoRmxxfxbaimwtumz^v. ?v—~>wtc 

o 

[0085] pCOSII-Zeote, ±m<DpCHOl(DDHFRmfc I f-$&%lM{iL&%&^^ 

pCOSII-Zeo/J chaint^L/Co ^^^Z.^fh^^ly^)^YGU^iY^W- 
[0086] 1.5 lb^^J^^V^7^^^y^-v'KGM3t^^^:#:(D^m 

chom (dg44^) ^ffl v ^td^^wmmm^mmk^x 1 ? \cvxn^tzo 

Gene Pulserll (BioRadftJiD V Nfc^l^r-d/KV— iXa^fe^ XV itteT"^ AUt<> 

[0087] j#K£r3£3t.U£V ^J&tt<D»fc^A^ov ^^So ^fctf^Wv-K 

GM3thfei^m^^~pCXND3/L612IgM (25 n g) ^PBS^^bfcCHO^a^ (1 

^£1.5kV % 25 /* ¥D<D^.mz.X/W^^x.fi 0 
[0088] ^m^TlO^-^COdimS?^^^, ^WhrnKl/— v-3^S£*tfbM£, HT 
supplement (invitrogenfijSD &U&MfeX'S&CHO-S-SFMW%m (lnvitrogen£fc$D 

lOOvl/V^/lsXtt&lsfCo CO ^-(5%CO )T*24^F^i^#^, 

2 2 

Geneticin (InvitrogenttM) ?:0.5mg/mL^^J;5^^PbT2® PTO^Ufco 
[0089] Geneticmji«£^^SC^ 

(OlgMM^OV >T#%^J1.6^^-r^S^*^t?a'J^b7t 0 ^Vi/y^-^KGM3th 

m#i§5^Mtfc£Jli&t£Ai«U ^>-^y^>KGM3t^#:^^m*fflJ^ 

WCA02, CA15, CA19, CA20, *$£tFCA24£#fc 0 
[0090] J^^^.-rSlfflJiStt^5t^T-^A^oV ^fiATCi&^So fct^V^y^ 

KGM3fc^#3£m-<^— pCXND3/L612IgM (25 ^ g) *3 JOTiK^S^^— 
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pCOSII-Zeo/J chain (20 u g) bPBS\zMM\JtJCHOlM$fo (l X 10 7 ^BJ^/ml) (0O.75ml«r 

[0091] ^m^Tio^-ra^ium^ra^, ^?Y*^—^B>mmisttfzMm$:. ht 

supplement (Invitrogenlt^) ^H^^-C^tf CHO-S-SFMIIi#ifi (lnvitrogentb$D 
40mU£®$§U t c o 

[0092] IWI^CO^«&-e50^#^^^^Mb, 96?^Vi%mmyi'- M-lOO n \/V*.;VX» 
ft&.L>tc 0 CO -f>-^-<— (5%CO )-C24^F^^m, 0.5mg/mUgg<£> 

2 2 

Geneticin (Invitrogen^tM) itFO.Omg/mUMOZeocin (Invitrogentt^) Sr^JPL 
T2M^i^*Lfc„ Geneticin, Zeocin»tt^-r^®^JWJ^(D=ici^~^^$ 

^c^o:/W^aJi«^OIgM*^oV^#%^!jL6(^i-aS^*&-eSlJ^L^i 

GM3fcHftft:^5£3§91JfflMc(CJ15, CJ25, CJ38, CJ45, CJ67)£#fc 0 
[0093] 1.6 igaiM^IgM^S^a'J^ 

ita-htt^COIgM^^oaiJ^^^TCD^^^tTofCo Anti-Human IgM( 
BIOSORCEttM) £1 M g/mUC&5£5i-Coating Buffer (0.1M NaHCO , 0.02%NaN 

3 

)-effir3^U 96^3i/WELISAffl^— b{C100 ^ 4 < C-e24B#RS1£*_L,K 

3 

[0094] M % Rinse Buffer-e}5fc#Ufc^ fcl, 200 /x L/?m/KDDiluent BufferSr^Dx., 

X»mm£l±fcfo£ J &. yvv^fVtCo Rinse Buffer** J;U?Diluent Buffer (Djjfif&te 

Rinse Buffer: 
PBS(-\ 

0.05% Tween20 
Diluent Buffer: 
50mM Tris, 
ImM MgCl „ 

2 

0.15M NaCU 
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0.05% Tween20 N 
0.02% NaN , 

3 

1% BSA 

[0095] *:<DWl. Diluent Buffer-Tig ^ fc#3RLfcJ#SI JiifrSrlOO u L/^/VXM^ 

XU%?$Rffc& J &fz. 0 Rinse BufferXflc&'Ltz.m^ Goat Anti-Human IgM, Alkaline 
Phosphatase conjugated (BIOSORCEftM) ^Diluent Buffer-TMOOOf&fC^frJRU 100 
H L/^^/VXMx.. m&Vmmfcfo£^:tc 0 *:^Rinse Buffer-e^Lfc^T 
;VW7*?C7t?— if^®(SIGMA^±M)^P^l^ Benchmark Plus( 

BioRadttSDSrfflV^ PJ^*405nm, ^M^S655nm(DM^£$iJ^Wc 0 IgM 
^Sfi^V^y^-v-KGMSth^L^rJW^p^ (Hoon£>, Cancer Research 1993 ; 53 : 
5244-5250) £<D)tigfcT^ WLfc G 

[0096] #«^>-^y^->-KGM3th^:^^miBJISt*^75cm 2 ^7^=i rtT^B 
*BJi&M 2xl0 5 cells/mL-Cig#L, J#^_h^^(DIgM^iS^±fBO^feTS'J^bfc 
o ^^4{-^1~o IgM0^*«^3 0 gT^20mg/L, Jg#7 B g-e^50mg/L 
T&«9, !HJia^^^5tg^^i-^^|g^5^i9pg/ C ell/dayTfco7c 0 IgMfi 

[0097] [*4] 
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££S(mg/L) 


&miBm<D 

M£»(mg/L) 


(pg/cell/day) 




CA02 


24. 1 


36. 9 


14. 1 




CA15 


11.8 


39.7 


4. 9 


CM 9 


27. 1 


62. 3 


13. 1 




CA20 


20.2 


35. 4 


10. 5 




CA24 


25.0 


41. 5 


10. 7 




CJ15 


on A 


M T 
N. 1 . 


19 4 




CJ25 


24.4 


N. T. 


18.1 


CJ38 


14.9 


N. T. 


12.4 




CJ45 


26.4 


N. T. 


18.7 




CJ67 


18.0 


N. T. 


12.8 



N T : Not Tested 



[0098] [##0>J2] £&fc<Dmfe(l) 

^(DWMWk^W^^bVxm^ MABON-OKDy/^j^^d-^h^^^-r— 

^rtTofCo fa;fr(D#W^#^teTSKgel G^OOSW^SrJ^, ^SSteO.3 mL/min, 

^m{*280nm^*5it5P^«> ^^A4i*10 gtVtc 0 

1. 50 mM sodium phosphate, 500 mM KC1, pH6.21. 

1. 50 mM sodium phosphate, 500 mM KC1, pH6.52. 

1. 50 mM sodium phosphate, 500 mM KC1, pH6.83. 

1. 50 mM sodium phosphate, 500 mM KC1, pH7.14. 

1. 50 mM sodium phosphate, 500 mM KC1, pH7.45. 

1. 50 mM sodium phosphate, 300 mM KC1, pH6.56. 

1. 50 mM sodium phosphate, 300 mM KC1, pH7.47. 

1. 50 mM sodium phosphate, 500 mM NaCl, pH6.58. 

1. 50 mM sodium phosphate, 500 mM NaCl, pH7.49. 

1. 50 mM sodium phosphate, 300 mM NaCl, pH6.510. 

1. 50 mM sodium phosphate, 300 mM NaCl, pH7.411. 
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KG I 






NaCI 






500 


mM 


300 


mM 


500 


mM 


300 mM 


PH6.2 


3073386 












146342 


2927044 














pH6. 5 


3096904 


2959509 


3044989 


2818198 


155304 


2941600 


124880 


2834629 


127467 


2917522 


82928 


2735270 


pH6. 8 


3074760 












153682 


2921078 






; 






pH7. 1 


3033846 














154085 | 2879761 














pH7.4 


3074597 


3098757 


3130093 


2948932 


163747 


2910850 


157320 


2941437 


144630 


2985463 


112427 


2836505 



[oioi] ^t^^-^mmim^M^^^'-^mmit^hmzmmw^-^mm 

[0102] [^6] 





K( 

500 mM 


)l 

300 mM 


Na 

500 mM 


CI 

300 mM 


PH6.2 


4. 8 95. 2 














PH6.5 


5.0 


95.0 


4.2 


95.8 


4.2 


95.8 


2.9 


97. 1 


PH6.8 


5.0 


95.0 














pH7. 1 


5. 1 


94.9 














PH7.4 


5.3 


94.7 


5. 1 


94.9 


4. 6 


95.4 


3.8 


96.2 
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MABON-OKDyV^jg^n^h^^^— ft%x<Dl&Wi1fe0k\ l ¥%:, 50 mM sodium 
phosphate, 500 mM KCl, pH7.4^^L7c 0 
[0104] [#%#|3] (2) 

MABONH)l©GPCHwIALLS5Hff&?TV\ ^O^M^S!|^bfc 0 ^«J*Bte:50 

mM sodium phosphate, 500 mM KCl, pH7 ' .AfDtg&S&fe \ ^AfcfcTSKgel G4000SW 
£rfflV>fco «E3SW:0.3 mL/miru ^m«280nm(Jl*3(tS®3t*x tW8£A*ttH3 

XL 

[0105] nhtiit^ti^h^^xx^wm^tiit^m^m^xm6K^ir 0 is.it, m*\? 

[0106] [*7] 













M.W. [kDa] 




M.W. [kDa] 




1, 109 




1,034 


e— <7 2 


2,193 


-fif* 


2,068 



[0107] ft. M°—?2.\$.2\.S-22.0ft, t'—fimA.S^.OftOft^m&^VSV, ¥*§J#^-* 
-CfcS££2&»£> % tf— ^l^f*MABON-01^*^^, fc°— ^2l£te— JrfoS^;!;*!^ 

[0108] *»WtcJ:0, ^^OlgMSr^^^T^^bi-Ssl^^Brtg^^ofCo «HK 
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[2] igM&img/mLxvmmm-e^ ftirz, m&%i\z.%dM<Dffl& 0 

[3] fc&mmx'hz, m&muzm.m.<Dmm 0 

[4] mm&9mv&s>* m^m icfmnrntL 

[5] ^m^^^^^m-r^m^muz.mm^mo 

o 

[9] pH^5-8T^5, tS^l^lS^<D^ 0 

o 

[ii] IgM^^(D^^^K^K^^^*b^v^ N m^iK^m^mmo 

[14] ^M^IgM^lmg/mLct9^S-e^-r5. »^^13^IB«0^& 0 

[15] mwtf7kvkmmx&2>, mMmi3izmm<D^ 0 

[16] ^^g^ D » D ^j-e$>^ % «^i3(c:|E«o^fe 0 

[is] ^m^^n^^K Mg-r^-^x«Ar g -r^-^-efe5, M^^i3^iE«o^fe 0 

ci9] zbimm&mtoir^ w^sis^iem^&o 

[20] ^<^pH^5-8-efc6. ff*^13^fE«0^feo 
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mmm^m^^v^^mt^titc.mm^m^'r^mxh^x, ft&yv^v 

mmi>K \gu^(D\ih^(Dm<o^>^n^'mm^mv^\ mm.24\z.m 
mm&. igM^o)^^M^nm^^v^\ m^m24\z^m l (D^m 0 

(a) ft^3S24^^33^V ^^(D^^'mWrr^^M. 
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rnxomm i-4, 9 Kinttsfts js9§{*. icm 1 \z a mm**** *v\ 

Xi* 1 fctt, f&«!X^B&ffl©igf««ja IgM WBtttfflBtt* feT* 9 N i gM t LT, IgM 

W»Sr»HJU «»L-C#6*i.fc % S6f5%IE P H4. 5 ©***^#«s*3;h,-CVNS., (f»*«7, 

f»*©«5H 1, 3, 10 tc|3«$^5l8Ktt, 2 J: pffgUfc. it^tt^* £ 

*»2ictt, Tirfig^t h i&mmz^mTsuys^trrz hv^&mmm (phs. 5 ) (75m 

g/ml IgM) , «f T,l^ 5 >*T?SS?£flS £*Lfc IgM *#3MSilfc9SSl«ti*;h,T:|3 3 ^ 3aM«*©»^JMHWft 

tmnm (m-s) t«v^««Lti»fe*,fct hwwutni^Tjs^ ^tMgui^og^^ 
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% V ffloffcft 

ft^<D®H l -4 (-iHtt^ttS^tt, AjtU fc «fc vmrnm, 3t#stt«r***V\ 
StfUfctt, tK^^T^^, v > 5 ft © IgM &#f9£iJg9 (igMMfe) a* 

«ff**l/C*i»K ^^IgMM^M^ (*1) jWEffSftTVoS. migllttm^ 
1.«©W* (1.2g/100ml IgM) Ti^^ttT-fe5nt^|Ett$tL-CV^5 0 

Am 4 istto igM $g»© i. 6%<d^{± x itsftwff bib® ©fi?^?© i g M as^jfrfb £ 

AS* 5 fete, «L#**vo^^t; $ tbfc igM fcimmmmm. § ^-c*s & % ^^p^tr^ 

SfetBWfc Ur'NaCl m*T/V?* ^0#&^C*5V^T. 0. Olmg/ml /£V>L6(hg/ 
ml Off BBOU&V 4^^L10 GO^ffl © P H {£{fco £ £ J; o T ^Jgf § ft 5 i fB« * 

J& 5 IB*© IgM l»*:o«gH|Bttoi«^o igM as3fcj£fc-$ftfc*jft 

W*offffll-^9^lHcCff§JiSI8Wtt, S3tt6K:J:D*r«tt, JiaWt****v\ 

^6 {Cf*, IgMfcWfc (4B9) 0 1mg/nd«af«E«*{|Bff*tL-ca3?), PVP 4$ 

*n-T5 iiWt), sot^tt 5*8BSttasfflJt*-« t t ftTv>5 0 ( P . 625, «a 15 

-42 fr, Fig. 2) 

^ (4B9) © 1 mg/ml ft&g&K: PVP ^SrSfobP Lt# bft 5*^fcif»#©ff ffl 
!Bff©iMMg© IgM #3fcJ£fb£ft;fci&ifc£»'* £>ft5 0 ■ 

tt*©ffB8 2,9fc^£ft5#«HU 3ti&2, 3 ^Jimici 0iiiW£&#;*7S:v\, 

air 3 t MgM m u #f5«t>* ph &pirr 5 £ t nmmgtmi 
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